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(57) aa»] 

U Sffi^^ffl^5000~^25000<O^ 'J ?LK£^& 

rftffl t r -5 W/ 0 im< Mfr 5 » e. n 5 v j v □ 
i/^iaao(BIHTW24~tti20^lfflfti»-r*ci:*Wf«fc 
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U Sffl¥K)^ia^5000~^25000(D^ U flKSr^ty 

m m z as m t 1 z w/ o m % \ tm & % w % n s v -< 7 a 

7.7x71c, !5v^nX7x7te#U £]2~£)602t 

(Pyr)Glu-Ri -Trp-Ser-R2 -R3 -R4 -Arg-Pro-Rs ( I ) 
(if* 1 , RiteHis, Tyr, TrpSfcfip-NHz -Phe ; RzfiTyr 
Hfc&Phe ; R^fiGlyf fc«DS©T = y^S ; R< title 
u, IleS/ctiNle ; Rs(iGly-NH-RG (RetiTfcJitJI'^Sfcfa 
7j<g?g£^L£fcfiWL&^77U*;US) SfcttNH-R? 
(R7 S^fHH?, 7 5 7 £ 7c fj^SSr^r L £ fc«:£ L 
&i^7/i/47Vg, Sfctt^b'TK (-NH-CO-NH2) ) ^ 

m*g 5 1 * 'j zsiiMfeVk^y* F^f j& 
a^o .i~^30fiiM%T*^fii!f5R?i 1 tew<omm. 

im&m 7 ] ffitf D-7V- F -/k 7;U^y^^- F 'J 

7 a, ma, f+xh7x f«huy, ens, d- 

7/l/t£F-;k 57F-X, 7F7BI. v;bh-xfcJ: 
F U/NO-X^c,il{fn5 1 SW±T'fe5^5t<^ 1 12 

[|i*JS8] ^D-W- h-;UT^5ii*^7l2ic 

sa^e.K^7x$c^sa^ o&io'c&^igiST'i&siit 

[lit^Hl 0] inift^A^24~^72^KT'^i.||^Ja 

1 mmvmmm. 
mwvwwKtsim] 
[0 0 0 n 

[0002] 

^nx7x7S&J»ttiySJfco^T(i, flUtf, 

8357-118512^, &R8B357- 150609*1, 1#F*PB60-100516 
*f (EP-A 145240) , 1#B?]B362-201816*§ (EP-A 19083 
3) , 8f)flB863-233926*§, &F»aB364 -42420*1, &8W3- 
032302*§, *$RfW4-321622*§ (EP-A 442671) , &RW5 



-70363*1, t$B8¥5- 112468*1, 1$P*W5- 194200*1 (EP-A 
535937) , &BfW6-145046*t (EP-A 582459) , 1$B8¥ 
6-192068*§ (EP-A 586238) & t'tf Bfl7r;;*4-lT^£„ & 

^8360-100516^, ^|^BS62-201816^T-t±7j<^K; 
Jtffilc^DiS^F^T^T*, ^14<oa^7Ki§144S 

stt^^o^sjtttT^ 7 □ x 7 x 70)mm&m$*z n 

to 0 0 3] 

r*jfgBj3;WWi* Lck 3 £: SUM] £<*fl#f»tltf 'J t 
10 -^ffi^fciSJi^W 7 a X7 x 7Sy^»14SISiJlcov> 
T«,-?1'7DX7x7 <Dftr?J&©}i|ij o ftflWft? *MSi 

[0 0 0 4] 

tc, 7-C^DX7x707J7 Xi|£&rSlt«±^?S?<0 

h'^1?rty?gji£?:rt7j<ffli: L, ffifll^^M^SOOO-^ 
30 25000(0* 'J ILS^r-a tyfgjg^fflffl 1 1" 5 W/ 0 S?L{b 
^5.t#c,nsv-i'7aX7x7lc, iSv-T7nX7x 
7lc#L, ^2~^60«ffl%O^^inL, aK€«ji 
L, •5f>T*v-C^DX7x7<0^-7X*5^Sa* , 6)iS** 
7*<E£ffia«fc 0*?)20 , CS5^i§a<7)®5fflT'*tJ24~^120 

[0 0 0 5] *B^fflffi*, 757^, fSSSHtcBaL, 
HS^T'^-rStl^, IUPAC-IUB nS-yi/a 
> • • /W*7-57lJl/ • y-y>^b-f j.7- 
40 (Commission on Biochemical Nomenclature) lC<fc?>BS 

^»*^a:ais»B t t*»t*«ffl«^te8-J< tot 

NAcD2Na 1 : N-7-tr^7b-D-3- (2--f75 L 7l/)77-7l/ 
D4ClPhe : D-3-(4-70D7x-;U)77-7l/ 
D3Pal : D-3-(3-tf'J->"7l/)77-7l/ 
NMeTyr : 971^0 

DLys(Nic) : D-K7*i/ny-N-X3i^7^;l/)'J->;l/ 
so Lys(Nisp): (-<7 > ->ny-N-'f'y7'atf7l/) 'J->7l/ 



(3) 



9-221417 



DhArg(Etz) : D-fN.N -^X^yl/J^Z;!/^-^ 
C0 0 0 6] Sfeafitt^y^KfcLTtt, 2«W±©7 

^ : (Pyr)G lu-Ri -Trp-Ser-R* -Rs • 
CaKtU RitiHis, Tyr, TrpSfcttp-NHz -Phe ; fo (iTyr 
SfcttPhe : R3ttGly$fcl±DS<D7Sy&S-K I R< ttLe 
u, IleSfcfiNle i RsttGly-NH-Rc (Ro tt**K?S fctt 

(Rt ttTKJRH? , 7 ^ / £ fc*7kttS£# L«fc(i*L 
&v>7;i/*;i/fi, Sfctt^U'f F (-nh-co-nhz) ) ^ 

[0 0 0 7] ±fEj£ (I) R3tefetf*Dffi075/ 

S ({Rh D-Leu, He, Nle, Val, Nval, Abu. Phe, Ph 
g, Ser. Thr, Met, Ala, Trp, a-Aibu) 4H*^f€> 
tU ^tt&ttafiHfftg (09, tert-7*;k tert-7F 
*>\ tert-7h*$'rt/b#-/k *f7k 9 J**fr, 
h'J^^k 2-*-7*;k FU;l/-3-T;k 2-*^ 

t^TW^o S (I) f f> Re£fcttR7te*w-*7;i/*;i> 
S£LTW\ MittfCi.4 7;l/*;l*Wff*L<, 
MfcLTtt, **;k xf-;k 7nt?;k ^iVfu\L 
;k -TV7^;l/> sec-T^k tert-7*;l/tf 

W5ti* 0 S (I) T»£ti*'<7*K [tt 



XhSfc*iLH-RH7>*=rxxhT*5 0 LH-R 
R4-Arg-Pro-R5 (I) 

its mustm m. mm& mmmm, mmm. h y 
7Wp«ia, yo^y^ , & 

bsh*{L£» (M, mm*, asiontw) wen 

10 § 0 ^-ff-V (I) Sfctt*<DtBtt\ ^tffcSftgfas 

3,853.837~r, |rJ3B4 .008 .209*, (1353,972,859^, 5? 
B1HfSl.423.083*. yni/— "9 s 
• -fi/ai-to • 7#r^- • *7 • +Mxyx • *7 . 
>' • zvJM'f- y K • X-r-fy • *7 • 7* 'J # (Proceed 
ings of the National Academy of Sciences of the Un 
ited States of America) §!78#, ^6509—65121(1981 

[0 0 0 8] ^7^F (I) tt. JSFSLOiTE (a) 

20 - (j ) T*So' 

(a) Ua-^DU'JV [Leuprorelin, SC ( I ) fc* 
^TRi=His. R*=Tyr, R3=D-Leu, R4=Leu, Rs=NHCH 
z-CHsT'&S^y^F) i (b) nV-FUUy (Gonadre 
1 in) 

Hfcl] 



CO-His-Trp-Ser-Tyr-Gly-L«u-Arg-Pro-Gly-NH2 



[F^y«pttSg2213737*) ; ( c ) 7* U U V (Buser 30 [ft 2] 
el in) 



C(CH 3 ) 3 

O 
I 

CH2 
I 

O "CO-His-Trp-Ser-ryr-KH-CH-CO-Leu-Arg-Pro-NH-CH2-CH3 
H 



»S§4024248** FV ^1*212438352*, ttDfl n) 
0651-41359^3 i (d) FU^FUUV (Triptoreli [<L3] 



O " CO-His-Trp-Ser-Tyr-Trp-Leu-Arg-Pro-Gly-NH2 
H 



(*H«r»»4010125*, ttM«52-31073*] : (e) [ft 4] 

H-bU'JV (Goserelin) 



50 
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6 

C(CH 3 ) 3 

O 
I 

CH2 
I 

0 "CO-His-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-HH-NH-CO-NH2 

H 



-His- 



[*Bft»3l4100274^ ttMH52-1361729) : (f) [ft 5] 

t77b'Jy (Nafarelin) 



A 



O £ CO-His-Trp-Sor-Tyr-NH-CH -CO-Leu- Arg-Pro-Gly-NH2 



CK 2 




(*StfFl!4234571^\ 1#BBHB55-164663*, WB8BS63 (Histrelin) 
-264498^ 1$BSBS64 -25794^) I (g) fcXhU'J> [ft 6] 



0 ^ CO-Hi s-Trp-Scr-Tyr- 



CH2 



0 ^ CO-His-Trp-Ser-Tyr-HH-CH-CO-Leu-Arg-Pro-NH-CH2-CH3 
H 

(h) fXoU'jy (Deslorelin) Cfb 7 ] 



0 ^C\;o-His- 



0 cO-His-rrp-Ser-ryr-Trp-Leu-Arg-Pro-NH-CH 2 -CH2-MH2 
B 

30 

[#B«fflFaS4569967^ «BttVlpjB42184399] : [ft 8] 

(i) ^fU'JV (Meterelin) 



0 ™^ CO-His-Trp-Sar-Tyr-HH-CH-CO-Lou-Arg-Pro-MH-CH 2 -CH3 



N CO-His- 



,CH 2 
CH 3 



H 

CW091 180163 ; (j) US/UUV (Lecirelin) 40 [ft 9 ] 



0 * CO-His 



0 " CO-His-Trp-Ser-Tyr-D-(3-CH3)Val-Leu-Arg-Pro-NH-C 2 H3 
H 



C^b4M*ttSS897455#, «fBBHB59-59654#] 

^fen^o ±ELfta (c) - (j) tcfe^r, a 

(I) ORs^fflarST^yBtt, D-{*T*&£ 0 ^ 



[0 0 0 9] L H-RH 7>^i-X h i: LTfi, 0]* 
tf^@^fF^4,086,219^ t 1^4,124.577^, |B]^4 ,25 
3.997#, ra»4,317 f 815#TM3**ftfcfcS>, 

a 

Cftl 0] 



(5) 
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CI 
^H a 



OH 



OH y NH-A 
CHa CHa CDt CUj CHa (CH2)< 
XCHsCO-NH-iH^O-Nfl^H-CO-NH-iH-CXJ-NH-CH-CO-N-iH-CO-KH-iB-CO- 
(D) (D) 4 (D) 



CH(CH S ) 2 NH-B 

in 2 (CH a ) 4 ^ CH, 
NH-CH-CO-NH-CH-CO-N-CH-CO-NH-Cn-CO-NHe 



(II) 



, X ti7jc* £ tt f - h 9 1 F n 7 'J /I/* jbsR*-* 
SK*. Qtt7K*syctt^^;l/*, Atexn^y>r;i/$ 
fcliN.N' -^xf-;U7 5^y«\ Blify 7n tr;b 
SfcttN.N 1 -vx^;l/7^vV^^-T) TgSftS 
^f-H CWT> ^7^F (II) tUfBtSCttfS 
S3 $fctt*©ffitf^tf5*iS 0 S (II) icfc^T, X 

L< fir h7tHn7 U;!/* /l/^*+>-^ F, *5 
icjffSLOi (2S) -fh7tKD7'JMMW 
S KT'*5o Sfc. A ttffSlXttxn^y-f 

K (II) AM«W±eO^*»*K?**-ra«^ 2ffi 
[OOlO] ^7°f-F (II) $fctt*eotttt, StttMP 

(i) 



20 



• ^ ^ X h 'J — (Journal of Medicinal Chemistry) ^ 
35#, 3942H> (1992) 4 £fc!2«0#j£&*l^4Cft 
fc**S#iiJWtf&ft*o ^77- F (ID <D*fcLT 

So ccDzsKmtLTte, mum an. mt, 

fflfe&Jf) , («k KB, SKB. it 

*W&nSo ^f-F (id offlfi, 2^c»$l< 

f (id oai*. mctt%L<immt<DmT*&Zo c 

[0 0 1 1] "WF (II) Sfttt*0*0»*L^M 
lit l l ] 



C^3-CONflCH 8 COD2Nal-D4ClPhB--D3Pal-Ser-NHeTyr-DLys(Nic)- 
Leu-Lys(Nisp)-Pro-DAlaNH, 

(BIT* tt^^KOS-r-rV7-*ft^«!Ai«E-r*) 

C 2 ) ^^mch*cod2^ 

Leu-Lys(Nisp)-Pro-DAlaNH 2 • m (CH 5 C001I) 



( 3 ) NAcD2Na 1 -D4C lPhe-D3Pa 1 -Ser-Tyr-DhArg (Et2 ) -Le 
u-hArg(Ea)-Pro-DAlaNH2 

(4)NAcD2Na 1 -D4C lPhe-D3Pa 1 -Ser-Tyr-DhArg (Et2 ) -Leu -h 
Arg(Et2)-Pro-DAlaNHz ■ n (CHaCOOH) 
n(il^L3 0-M^t) 
*WF (II) Sfctt*0«*, L<tt±B 
(1) , (2) T*£>& 0 

[00 12] £3gtt"*7f-F4:LT* *&*cfiWiL«r-Y 

y^'jv, VThx^y, yvbx^y^agft (it 

VFX^^y, *S«Fif&4 .087 ,390*t. fB]^4 .093 ,574 
1*1^4,100,117*1, |W|^4,253.998^#PB) , J&g* 

;i/*y, 7n5*f->. 9JWfi»»J«*;i/t> (act 

H) , ACTH8MW* (X«*^K42) . ^y+T 

^Hft^i/tv (msh) , ¥ttfll*;b^yttto*;u 



50 



((Pyr)Glu-His-ProNH 2 eO«iftST*at)*n, WT 
TRH£B&iE-f5<:£&&3] *Offl*5J:tf*OSI»» 
(WBBW50-121273*. »B8B52-116465^ffl#B9) , 

¥«WW«*;i/t> (TSH), *fls*rt*;bty (L 
H) , mm^)l^y (FSH) , ;<yyi/'>/ a 
yyus/>»w* (rx^yk» (B*rtft&¥d8 

& $5 4#m5^*676-69lM(1978)] #80 , 

->hi/y, ti)Vz/b-y t BJ¥ttB8*;u*y (pt 
h) , y/l/^ay, ^xh»jy, -fc^u^y, /^y^u 

hM7^h-y>, t hSS^ttrf-f FhnbTy (HC 

G) , x^7 7'Jy ( xy^r7rU>»»* 

fr!g4 ,277 .394*1. 3-a y 7 WWfflP&M»31567«£ 



(6) 
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9 

-f*>« (0O> 1.2.3, 4, 5, 6. 7, 8. 9. 

io, li, 12^) , ^7hs/>, tM^^-fx^y, V4 
+M-^x^Ay>\ MKftttH? (thf) , 

ito^MBH? (FTS) fc<J;tf*Ql&lPf* (*ittl^ 
4,229.438^#j*3) . *5 <£ *<D{fcO«H^ (H^<D 
*W>*. 35125^, 3510^, 835-843M(1983^)] , ffilUI 
®Wm? (TNF) , 3DX-§§ifg0^ (CSF, GC 
SF, GMCSF, MCSF^O, WJy, 94 /to 

( I G F - I , IGF-II), WBjSSH? (N G 
F) , «tg?SS^ (EGF, TGF-a, T G F — 
P, PDGF, KttFGF. ffifitt FGFf) . #JFM 
H? (BMP) , M«««H? (NT-3, NT«4, 
CNTF, GDNF, BDNFH) , 
VI I IB?. SUXE?. tgft'J A, *U5**» 

ijxofofy(EPO), hav«xfy (TP 

o) , x>K-by>isftffffl**-r*^^Fa 20 

Dy;^»^HSl436189^ i 1^457195^, [WJ35496452 
■9, «F&W3-94692*f. |*33-130299^1i$B#R8) 

[0 0 13] £ffl8tt^7*FH;*ttS*T*oTfc, 

[00 1 4] tfyJIIfcfcLTtt, L-ft, D-**J:tf 
A^75/25&l^Ltt20/80OWHOfeOAW* L 

£<B&c!tf$L<te, d-(*/l-(* 

60/40ftU^L>?I25/75OEiaO2K»J?LffiT*feSo 
£L<&, DH*/L-f* (■=&;!/%) tf*5j55/45*^L 
»25/75©IBBO*U K#y?LR<DSffi¥ 
E^fiNi, 195.000*^*925.000, JJ * L < te#J10 .00 40 
0fr£SKj20.000T*&£o *»JSl»OjiWBtatt, » 

S L < £»1 .2fr£>$J4 .0, * £tc#£ L < ttffil .5^5 

itpmi-2852itcf2e$nTi^^ffis^^ticntcs 
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[0 0 15] tfUJlKlcllBU ■©¥J54H t £H3J:tf# 
BEWStf^fltflZO.OOO, 52.000, 22.000, 
9.200, 5.050, 2.950, 1.050, 580, 162<D 9 'J 

h^77^- (GPC) T'fliJSLfctfyx^UVftgtt!) 

»?a43<ttf»mL^^ST^§o sjstt, gpc^ 

^AKF804Lx2 (BSftllS) , R I ^x£- 
L-3 3 0 0 (BSSHflftrS) fcffifflU ^sEt)ffli:LT 

[0 0 16] *58H^«OV-r^nX7xT«, £BJffitt^ 

7*F CWT, SfflfcWE-Tftcifcfc**) i:#y?L» 
<, ^OJIWJ^LTte, WAtf lfliOtt?*^ Hi© 
£ ^ftOXMs 7-£#;frt 5 ^> p a y-b ;k 

^>7PX7x7(l 4agtt^y^K**CT*jS* 

rtTktBi: l, mfl¥^^ffl^5ooo-^25oooo^y?L 

$ 5 WiflSSagiSfc if tc <fc 0 >7 d fj 7*Mt*Z> 
[0 0 17] ±EW/Ofi*L{t*tt, W*tfttTO*3 
% (w/w) , #£L<Cio.oi~80% (w/w) leMfi 

■tf^^y, 7)i#>m-f hy^A, #ye--;u 

JSWfeL<ttB»U rt7j<tg^-r^o 3K«^»H<0S 
SPfflti, KHHC»Liltt0.01-100afifi. J;0»^L 

<tto.o5-5oaa(&-e«5o un&oiftflWMit, 

[0 0 18] tokffifctt, KBlOS^tt. rS^tt^rffio 

rc*©pHB»*ji:LT, i^K> mm, ^>a^K, 

y^y^J:tf*n60ifi4if«r»liPLTfeJ:^o 
S&fc*tt0S*£ft»Ji:LT, 77i/7'^y, -tf^^>, 
jrxy», xf-U>y75^E3ft*^hy r >A. r^X 

hyy, 36«»*iR^hy^A, #y*-;uft«* 
>4<^f) , ^>>?;U7;l/3-;k >DD7*y-;l/42 



(7) 
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'J 0E6ffl) ftcio*., oi^T-?l 

fk»ff*fTV\ W/oaxv;l/S/ a >*HSi!-r4. K?L 

y Timwm $> 5 b > tt * - If yffifflflMt ft if ©i£{tf$lc J: 

[0 0 l 9] ±E#'J¥L»*«Cr?SiS (fflffl) H\ Ktf 
, J?LK^f^?§j«lc@fi?-rsiitlcj:'3Ujg^n5, f& 10 

y, JddWA, *ODXjv, -/'^nDi^x h 
•j^nox^y. E3ttifc!K*4H) , HiSKxxx;U 
(flk l»x*/U, P&7^;Uftif) . x-x;Ugi 

*AKKtbkX («L ^v-tfx h;HX *->i/^ 
if) ftifAW&tU ftfr-pfci^nn^ytfKffL 

v> 0 ens ©*!$?§!&«, 2««±*ai:©#j^Tffl^ 20 

ilLTflil^*. Sft, #y*L«©SHtttlctt#TStf, 
C ©* <J 9UtO«W8KS«a. ^S*t/>L^mT*ggEH 
8»Of T-{S# LT fc cfci/^o * 'J ftttO&fflggftgffi'ti 

KJ^MftStf, ifli'ffi-o .oi~90% (w/w) % &?£ L< 
«0.1~80% (w/w) T-feSo *^/Mtfft^J:3{C 

[0020] **<07ki8jKSfctt*»»« (rtzKffl) k 30 
oombk?**. sfc, #vfuaacict*&ms<Dm& 

4iffcJ:9S&*tf» 0JAtf&O.Ol~iS$J5O«ffi%, ff$ 
L < tt^O .5~moM&%. mcft $ L < tt&O .1-SQ30 
Efl%T*2&3 J; 9 tcjl^-f 3©tf <U\, 
[002 1] o^T\ COJcStcLTfllSiSnfcW/O 

C.i:U:J:Dv-i'7D*7x7£#.5IgL -fftto^v^ *o 
7n*7'-fe/t/{fcIStctt-f. W/0iSxv;l/-> 3 y*\ 

OSixv;l/i/3>^^e.tc^3t0<D7j<ffl*tc*o^.< W/ 
0/WSO3fll7Ai'3 y*»i8S*fcll, «WS*o 

sjttfcft&se. T-r* dx7x7*hiw*. ±se^ 

fS©7.kffi4Hc&{LW&J!)n*.TfcJ:< , *©ffli: LTtt. 
-S5fcg^ftO/WSxv;l/-> 3 y^jefig-fStOT'S 

(W. *kYyi?-7-MJ7I» X-r7'Jygtf-HJ7 
^ 77'J;HK8tf-HJ72»ftif) , *-f*ytllWBfi so 
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ttSI (ffl, #U**->x^UW;n;*yBJW»XX'r 
;U [Tvveen 80, Tween 60 (7h7X/^^-tt) ] » # 
y**-yx^UyfcV-yrftg§jj?ft [HC0-60, HC0-70 (0 
ft^5*;l/X) ] ft if) , feSl/>tt*'jex;U7^3- 
>k #ij tfx-;l/tT a 'J Ky, -tr^yftifAWGn 
5, cft&OJUfcffJtt, 2«JDLh*aS©M*-«B*L 
Tffl^rtJ;^. JLfbSJioffiJBciBOHKtt, SQo.oifr 
620%O(EH*»6aaa!S?T*, i Oii?* L< fi^)0 .05 

p^7lffiM, SS^ttv^^-y^x^-^-ftif 
■Pfflff Lftft<6«Et L< tt»^t«ELTigW*j!S» 
£-t£S73i£, a-^'J-x/^-KU-^-ftif^ffl^T. 

[0 0 2 2] JMfttf, -SiCTk'FJSttigM (M. 
•^oo^?>, ^pafel/A, ^DDiJiy, ra^ 
fbKJR, lfKx^;k ->^n^N*'+7-» 

;k n-7atf7U7;U3-;U x •Yy7'o/V-;k ->"t< 

(W ; * u as i: m&^®®.®M<D®fa± 0 * 

ft< tt>— fflO^U-b'J y^lffiSxxx;bf fcti7atf 

Wtzm-S ; cn6O»*B*fl91iaow/0/Wx-7;uj/ 

v;k>3 y t L T7j<4>^)i!4 left "T ctic&OT^ 

[0 0 2 3] ffi»*ffiCJ:9v-i'^nX7x7«r«a-r 
±!2LfcW/0Sxx';U-y3ytc}SJ$T> 3 
7-b;^-i/3yS"J^^»ciboA, ^uiLS^ttm, @ 
{fc2-tf-£c, 37-bM->3>SltLTIi, #'J?LK© 

3±7iS, 7vxr&, as^rfi, n-'\++)-y x n-^7 
^yftifAW^ns. enstt 2 «w±*s^LTffl 

KtJ:V». C©J;3K LT'#e>n/SV^7D77x7 

JSdilLift^L, )taiSLT37-b;i/^— yaygiJ^i 
Sft, RfrB?{cJ;0. ±SEL/c7j<*^ffi©^i: 
|B|«tcLT, v^ynx7x75:7«Bi7j<T-aiEiI860Mb 

[0 0 2 4] n&8£&i£tcJ:Dv^7nX7x7£§!lifi 
■TSJi^ttt. ±f2LfcW/oxv;u-y3y^ > 



(8) 



W9-2 2 14 17 
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Ofinu JfSL<tttt5fr6»100fimT«* o 
[0 0 2 5] *«MOtt»ffl»ttttS9Jtt, CCD^tC 
LTf»&ftfcv-riroX7x7fc. Kv-i'4m*7x7 

mil, f+Xhyy, f+Xh'JX D- 

So SSOSiPfBtt, ftf£L<tev^DX7x7tc*f 
U tt5~»40BB%T*S o 4*3, v^nX7x7 
tfHfc« 4:8*2 ftT^S*^ M*tf7jc*ft«*4i^ 30 

[0 0 2 6] ftn!&Sfi&, »SL<tt7-r>o^7x7 

co^xe^g^6iS^^xe^SjeJ:0^io 0 c^v> 

tOiSyR«Sffli:&5cfc5K:a«!an* 0 CCT% #5X 
lE9SS2:tt, *Sj£Sf»fflH- (DSC) finS 
afi*»»l0SfcttZ0TT»aLte|RU:»6ti**IBjS 40 

*7^<E»aa*»3o ftussFiatt, *&fc#£L<fci: 

»24-»72»HT«*. ta&SM. MKWH. &$<D*§ 
fit JlDfHWtttt* 7>^DX7x7(Ofim £&1f> 

£0 C0<fc?tcAD$TSC££J:{K v^aX7x7 
*0*»**tf«a»ao»36*J: 0**tfr45 c k 

[0027] *«woft»ffl«tttt«»j*cdsn*«i«i so 



14 

ofltt, hmmobb* a-^suje* »»t-r*««»i! 

e>^5g, »S L<tt«0.01ngfr 6ft 2 g *fS 
BHOttltfflttttttHMfcLTtt, v^*nx7x7fctS 
fciSSnU SUSSaftU lraS»Lfcfeo (feTF, v^u 
^7x75Rk*E , r«Ckt ) *S) **<0*$ffl^Tfc 
«fc^U ^6tCV^^DX7x7^7KttfeS0^±JS14 

■feU» , #{8tfM (WL Tween 80. HC0-50, HCO-60 (B 

jfr5r5*;l/X8D. , *;l/#*'>^f-;l/-b/bn-x, 7)V 
Jfym+hWlx) , ffi?m («k ^v^;U7;Un- 

Mi^>f^px7x7*i:^ zoofty/^-* 
a rf U7 >r ;l/ K ->y > v 7 , f ft *> * £"7>* * v * 
-^U7-f;l/K5/y>y (DPS) rtogftsf+y^ 

[0028] *»woa»ffl»ttitiasijtt, 
mam. w&mam m. r >^, 

9S/, Aft2foaHlLWLIHIf) > tt4i«teJ:9aft* 

50kg) 1 Ate 1 iHl^fcDOS-^MhLT, v-T^nX7 
x7kLT£OSa^ftlmgftl>Lftl0g, »*L<tt» 
10mgfti/>Lft2 gOBH*^6, SISiB8?1"5Ci:tfT* 

4*5, ±Etfc»»«t*ffl^aa*, 
fBtt, »o.54i/>LJKi3nii^eH^63sa:a»?-rsci: 

tc^L, «*fcfB«il*ia#4t^LftTa4-r*c:i:fl«-p 
f-K (I) . (II) Sfttt*h60*T?»6»», M^. 

^e>n^o tow, *mmwMm®Miimmic&^ 

T, ^PJStt^yf- K*W/f K (I) Sfctt*(0«lT* 

&s mmmcof&x (ttmsokg) i Atc»-r^ i b«ao 
oa^fltt. ^y^K (i) $fctt*0«*:LT, »* 

L<ttt?ll 4^L»lO0mg, *6k:»*L<ttttl 4^ 
LftlOmgT^So 
[0 0 2 9] 



(9) 



»9-2 2 14 17 
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mm i 

200mlO^i/7j<^80 o CtCj!lP^L. -tf5?->3 .4 g £r§ft?L 
/c 0 cntCpgE , Ji"-7 P nUU^21.7g^iP^iijgL/'c 
ft, $f&&tSLfc 0 C <0ffi«*2 lg^tol 8m UCjjtJjg 
L4««6»WUfc. ctifcBUfci8», MaiLftfLlfc-y 10 
"J 3-;UB£ttffi£# (JKT, PLGA £«E) (?L»/ 
^U3-;U»=75/25 , : 14 

0001 (143 .3 g) £^tr>"^nn^*yjg$383.3g£: 
®taU *-h5-5**-T8»B«mffc (SHE 
R:6000rptn) Ltcik, 18"C»uSSfiLfCo cn^Ajg 

if i§ LB CfiatcHft LfcO . 1 %# U e - -;U7;b 

2 ++f-O[s3^^^J7000rpin^?Wb L/co C <DW/0 
/WX7;l/i/ h v*e< «# Lfttf 6tt 3 fSIHtS £J&7§ 20 
J*Lfc (7j<*&<Si£) o S6tl^*DX7i7*74 

t^ttii4i»»c:j:-3TiMltLfco £tt*3K8*"«Jfc# 
U jffiHtOSia, PVA«SLfci, D-vy-f>- 
;l/23 .2 g L te356 B 107kiS*fcih«t L T250 fi mfc 

iS$?52 0 CT68B$f^^^^/co CtlZffiffibftLT 
^>nX7i7*«Sfc, C£D^TM4%D-V>- 
h-;l/#^€>v^^nX7xT*^160gt#eti/co 30 
[0 0 3 0] ##$J2 

4 gCDfb'& ! aA^4mlCO^®7j<tcrgg¥L/c:o entente 
MLfcPLGA [?L»/yU3-;I/K=75/Z5 
(*;!/%) , fi*¥^»?« : 11000] (3 0. 4 g) 

5-2*it-T5»M»»Afk (gMEft : ^6000rpm) 

i&fifciBKLfco.i%#'J tT--;l/7;l/n-;l/ (p v 

*»f»u sum MtsKttLA. KiawpoafljStttt 
^c±#£u, is*?43°cT68^rig^i^^/co cn» 

i§f»^LTV^^DX7x7^#/Co COtftftT'30% 
D-V>-h <£> V-Y ^DX7x 7*^35 g tffS 

[0 0 3 1 ] ##00 3 

/ofU'jy (TRH) 2li8lt*7.5g*i3Diio^e7jck: 
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75/25 , Sfl¥i^^?ffl : 14000] (lOOg) 

U *-h2x5**-T5»mi»JWLft (HUES : 50 
00-6000rpm) Lfcft, lSXXWfi Lfc Q Cn£^*6f§ 
»x aBL|5|i:iaS^IHfiLrc0.l%#'J t*~-;l/7;U 
(PVA) 7k®m25UzKU7LT, 1 fcHItt 

te LT?LfL e < JB# Lft # & *& 3 ttlHIK £BtiSK Lfc 

(**<e»ffi) - i^n/c^^nx7x7^Mi 
-;n5.2g*»iwu natt, aMettMiLA. 

■iB«tt»<ffc:J:ffS*, H^50 o CT'9iB#R|]^^-d: 

cQilftT'15% D - V y - h -;l/$WOVY ^7DX7i7 
5Bfii00g«W6ftfc. 
[0 0 3 2] ##004 

*7 h U^-t-b60mg^oJ:0 : 7;l/^y900mg^r3mlO 

ctucsijte plga caa/y u n 

-;l/K=75/25 (^;U%) , sa^^fl : 14000] 
(30 g) #48 g nn;* tt»LfciSi£ 

ft : tt6000rpm) : Lfc1& 18°CKfBg Lfco 

mm. «BLBIi:iB«te:MLfc0.l%*UU--;l/7 

(PVA) 7K?§?«3 Ltcia^T, 
ttHcLTWL «<«»La3B«6tt3»IBI«2BH8!«L 

7c («4>(ettS) o i?»nf:v>i'^D77x7m«aj 

h-;l/6.2g^r§IPL, Bfiatg, ailtt«:«bft. 
<OffliB*tt»ArJ«:±ffS«, lfi$?50°CT48&$R9E*S^^ 
/to ch*W3HB»LTT^*nx7x7**»fc. d 

O»flFT20% D - V y - h ^DX7x7 
5t«30g*W6tlfe. 
[0 0 3 3] #%0IJ5 
^S!§0)Jl fcEIWilLT, SBUa-^nUUV (11. 25m 

g) > #«JMJI (IITOiffll: 13,000-18,000) (9 

9.3mg) (I9.45mg) 
^nX7x7*iSiiU S6nW>DX7i7S# 
•7X7^7/1/ 9ml) K3£«f£o ^Xliti, ^ 

7?> *;l/#*S/^f-;l/-fe;i/n-^^-H>*A (lOmg) , 

VV-h-;l/ (lOOmg) , *«JV;H-h8 0 (2mg) 
5 .0-7 .St LT, ^Oa^iJ^^tC L/c^oT, 
7X7>7;b (gffl: 2 mi) tc?tff4-ri)o ?#6n^8SE 

^PX7x7^5J:tf» J »ffl^, »»«2mlSfctt 1 
ml*fcft»y a-yoU'J yil .25mg%«*-r5iii*S«J 

^i6gfl?ljl ^ifHlfiltCLT, B8'Ji-7 , Dl/ | J> (22.5m 
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g) , #'Jft» CBa^»?ft : 13,000-18.000) (1 
98.6rag) lo&Zf^y- b—)l (38.9mg) ^t^t^V^ 
*DX7x7*KiiU ienWi7DX7x7W 
7^W7;l/ 9mi) JESTS, *ia*i, & 

i) &c?tttf s 0 ff&ns^ttKtt. laaotn 

JSE*flH/\ #»ft$l .Sral^fcSfflfcy a-^DU'J >11 .25 10 

mg, 22.5ng*fttt3ftng***'r*a»»j*isBt'r*o 
[0034] nrnmi 

6 .7nl<0^e7Kfcft»y a-^n b y V5 .8 g Zfeffl L 

fee c*UcSiJ£ig», ttifiLfctfUJLK (M¥iSiHP 
ft: 15000) (51. 6g) *^€y^*na^*y}S»i38g 

»: ^6000r P ni) Lfc», lStlcMfiLfco cn£^*6 

a3SLiRiL;iaatciisfiLfco.i%*'; £--;i/7 

(PVA) 7j<7g$13.5UC*P*_T, ###IJ 1 t 

Lfc (#*«aftffi) o »&ttfcv>r*DX7x7*i« 

-h-;l/8.7g%}S)!PU KMt, KttKMLfc. 

»oaijB*tt»^fc±»s^ a*?52icT69«FM9aft* 

C Ojiff T 1 5 % D - V > - h (D v>f ^DX7x 



0 36. 1 

7. 5 26. 5 

15 ! 25. 7 



ti7 .5%co D h -;MRiiofc «t -3 TBB &*fcSWM 

*i 1 5 %mu\z J: 5 s 6 £ & < 4 u fc 7.5 % gsjtaP? fc 
**<ttKto6ft*V3fc. 40^T'<DS#fc<fc*£{fcis^ 

L&1^»&, 14 .4 ^m^^i^I^if^H^n/c^, 
7 .5%fe<fctfl5%*SllD L/cJt^lVf tl7 .1 jimft^ L 




t$P*W 9-221417 
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7*58g*n§&ttfc 0 UTfc, BI^LTD-v:/- 
;l>*a«?U ^*nX7x7<Dtt?£, »»ttO««F 

[0 0 3 5] 

'Ja-yDl/'JV^9.1%#WtW^DX7x74 

DUU >400mg, ii? f-V565mg£3&§f7j<0 .5m l^igfl? 
U CtltCPLGA [?Lfig/^U3-;l/»=75/25 
;l>%) > fifiW£#?Sl : 14000) (4 g) ^np 
^^y5mHc?g^L/c}g^ciP^T?LfkLW/Oxv;l/ 
v'a^ifcc Cft£:2£tC0.25%fDP VAfgi&l 
tcto^T?LfbLW/0/Wxv;I/i/ 3 >^U $?<jf# 
LT3^7j<*^L/c 0 c:n€:JSe*fcJ:t>Tffi#L 

aSKHILfco fOS, 4(TCTM BUS, 501CT3Bia« 
Eft*Lfc», 420MmO7;l/>T'eBaLT«<»»L 
/Co ttl J PtlO»*fcOl/^T^>r*DX7x7*i:LT 
lOOmgSr/^ 7rt/£3SK L cfc < Sjft L =T AtfeT\ 40°C 

4TT*&#Lfc&<D£PI^CCoulter Multisizer (n- 

L 10% t & § J: 5 fciMBtRfcftft U 19 .44 /1 mOtf 'J X 

MffiLT»6nft*n^nott?g (^m) ©ia»*T 

Wft : //m) 
4 0*C 

2iiRS I 4ia« 

4 6. 9 50. 5 

2 9. 5 3 3. 6 

2 8. 0 3 1. 5 



D - v > - h - ;l/«:Sin-r 5 C £ J: o TfirFOJgJft* 
SUA, S/£40 , t^*5tt5j|i«fWfi[ : ?OS^B5±T^fc 

[0 0 3 6] ^»»J2 

#%^J 2 Lfc J: a ft»aT?«B«tiftfl:** aov 

^^DX7x7T'D-7y- h -71/^13^15.0%, 27.1 
%, 31.4%cDfc£OtCOt, HJfiBSftiS^WOT:. 75%R 
H OBJfSg) . 3ifflffl«ffLftfe<DK:o#n«*<ktf 
tt?a*W6Lft. «f*«T«fc^-r 0 
»2] 



111 

45. 5 
27. 6 



50 



(11) 



9-221417 



19 



20 





vm 




* l 


u m±SD 


15.0 




6.55 




20. 5±1 3. 4 


4 OTx 3W 




+ 


4 6. 1 ±2 8. 4 


27. 1 




5. 65 




21.0±13.5 


40tx3W 






28.0±17.9 


3 1.4 




5.29 




20.7 + 13.0 




40 e Cx3W 




± 


25. 1±1 6. 3 



* 1 - : K*ft L, ± : flttPtcSUft, + : 8ft. + 
+ : &L<fgft 

14T*fct. 15%T'(a:4<rC. 3 mmz25 .6 /i rrKDKffgOii 
ft, *»Hc fiffftiWRtt* «fc tf #tt£5£tt**r "T a v 



[0 0 3 7] 

©T\ ^-f^X7x7*©*iWr*iS«£Blf^± 



7nyh^->*?)if 

(so int. ci. c miim irfimmm fi . &*Bst*®ffi 

A 6 1 K 47/42 A 6 1 K 37/02 



